Intestinal involvement with disseminated histoplasmosis is common in some populations infected with human immunodeficiency virus (HIV)/acquired immune deficiency syndrome (AIDS), especially in those who come from tropical zones. We report the case of a 29-year-old male patient, from a tropical zone, with HIV infection and a CD 4 value less than 50 cells/mm 3 , with a history of abdominal pain, fever, diarrhea, and weight loss. On presentation, he was pale, sweaty, and had abdominal rebound tenderness. Laboratory findings demonstrated microcitic hipocromic anemia, azoemia, and hypoalbuminemia. Abdominal-X-rays revealed pneumoperitoneum and air fluid levels. He underwent surgery, and a 1-cm perforation proximal to ileocecal valve was found. A resection and an ileostomy were performed. Histopathology identified caseating granulomas with yeast, compatible with histoplasmosis. He was treated with anfotericin B plus itraconazol with clinical improvement.
Introduction
There were approximately 60 000 human immunodeficiency virus (HIV)-infected patients reported in Peru until 2015, of which roughly 56% were in the advanced stages (acquired immune deficiency syndrome [AIDS]). 1 Acute abdominal pain is a frequent cause of hospitalization in those patients. Montoya et al.
2 reported a series of 1895 patients admitted to a public hospital in Lima, and 97 (5.1%) of these patients had acute abdominal pain, more frequently caused by tuberculosis, cholecystitis, and appendicitis (26%, 20%, and 13%, respectively). Perioperative mortality was more frequent in patients with high HIV-RNA and low CD 4 + counts. Whitney et al., 3 reported 63 operations in HIV-positive patients, appendicitis being the most frequent (34%). In addition, they found three intestinal perforations, one caused by lymphoma, one was iatrogenic, and the other of unknown etiology. Intestinal perforation in HIV-positive patients has been reported in many cases, such as cytomegalovirus (CMV) infection, lymphoma, histoplasmosis, mycobacterium avium complex, Kaposi's sarcoma, appendicitis, peptic ulcer disease, and tuberculosis, among others. 4 We report the case of an HIV-infected patient who had an ileal perforation caused by histoplasmosis.
Case report
This is the case of a 29-year old male from the Peruvian jungle who was HIV positive for about 6 years, has not been receiving highly active antiretroviral (HAART) therapy, and with a CD 4 count of less than 50 cells/mm 3 . The patient complained of diffuse abdominal pain lasting for 1 month, subsequently localized to the right lower quadrant, with an intensity of 9/10, associated with fever, chronic diarrhea, and a 6-kg weight loss. On physical examination, he looked chronically ill with pallor, and his abdomen had rebound tenderness on the right lower quadrant. Laboratory examinations showed severe hypochromic microcytic anemia, leukocytosis, hypoalbuminemia, and azotemia.
A flat abdominal X-ray showed pnemoperitoneum and air fluid levels (Fig. 1a) . He was taken to the operating room, where 1 L of pus and a 1 cm perforation, approximately 40 cm proximal to the ileo-cecal valve, with ileal wall thickening were found. A segmental ileal resection and ileostomy were performed. The gross specimen in (Fig. 1b) shows the ulcer in the terminal ileum, and histopathological examination revealed the presence of caseating granuloma with yeast, compatible with histoplasmosis (Fig. 1c) .
Therapy with amphotericin and itraconazole was started with a favorable response. The patient required hemodialysis for chronic kidney disease, probably due to HIV-associated nephropathy (renal biopsy was not performed). It is important to remark that there was not any sign to suspect CMV infection.
Discussion
The differential diagnosis of acute abdominal pain in HIVpositive patients should include opportunistic infections and neoplasms. 2 Histoplasmosis is a systemic infection caused by the fungus Histoplasma capsulatum, which is found in soil contaminated with feces of birds or bats and enters the human body by inhaled spores, developing into different manifestations of disease. 5 Histoplasmosis is the most common endemic mycosis in South America. 5 Acute infection is frequently asymptomatic and typically affects the lungs; only 5% of the exposed developed symptoms. Some manifestations of the disease are acute, subacute, or chronic lung compromise; bronchiolitis; mediastinal lymphadenophaty; mediastinal granuloma or fibrosis; and ocular histoplasmosis. 5 In an immunocompetent patient, cell-mediated immunity controls the disease. T lymphocytes, gamma interferon, and tumor necrosis alpha control the disease, activating macrophages. 5 The disseminated form occurs in 1 in 1000 acute infections, in patients who are unable to control the infection, and the risk increases 10-fold in immunosupressed patients. 5 The most common symptoms are fever, anorexia, asthenia, weight loss, and dyspnea. The physical exam shows lymphadenopathy, hepatosplenomegaly, and oral or skin lesions. Laboratory examination usually reveals anemia, leucopenia, and elevation of liver enzymes and bilirubin and lactic desidrogenase. 5 The disseminated disease more frequently affects the liver, spleen, bone marrow, and gastrointestinal tract. 5 Flannery et al. reported histoplasmosis in 55% of their immunosupressed patients. 6 In Peru, Tingo María, Iquitos, and Pucallpa are considered endemic areas, all located in the Amazonian region. 7 Gastrointestinal involvement by histoplasmosis is reported in 70-90% of patients with disseminated disease, and it can involve any segment from the mouth to the anus, the ileo-cecal area being the most frequently affected. Only 3-12% of patients present symptoms, and the most frequent are abdominal pain, diarrhea, fever, and weight loss. 8 Endoscopically, the most frequent findings are: stenosis (the most common), solitary or multiple ulcers (up to 33% of cases), edema, or pseudopolyps (the least frequent). 9 Most of the ulcers are multiple, annular, with raised edges associated with hyperemia, hemorrhage and necrotic base measuring from 0.2 to 4 cm in diameter. Pathological examination commonly demonstrates mucosal ulceration, diffuse lymphohystiocytic infiltrate, and hystiocytic nodules. The diagnostic yield of histology ranges from 50 to 75%. 9 Cultures are positive in 50-85% of cases. 5, 9 Small cells (2-4 μm in diameter) can be seen inside macrophages. The best stain is Groccott Gömöri metanamine. In cases of massive infestation with yeast, they can be seen with PAS and H-E. 5 Caseating granuloma can be observed, although well-defined granulomas are reported in only 8% of cases. 6 The most frequent complications of gastrointestinal histoplasmosis are gastrointestinal bleeding and intestinal obstruction. There are rare cases described of intestinal perforation by H. capsulatum.
7
Mortality in untreated disseminated histoplasmosis can reach 80%, but it can decrease to 25% with appropriate treatment.
The Infectious Diseases Society of America (IDSA) recommends liposomal amphotericin (3 mg/kg per day) for 1-2 weeks, followed by itraconazole 200 mg tiD for 3 days and then 200 mg biD for at least 12 months for moderate to severe disseminated histoplasmosis given its better response and decreased mortality compared with amphotericin desosycholate (88 vs 64% and 2 vs 13%, respectively). 10 The HIV-positive patient we report comes from an endemic area and received the abovementioned treatment with a favorable response.
